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(57)Abstractr 

PROBLEM TO BE SOLVED: To provide a method for treating atherosclerosis regardless of the 
decrease of lipid. 

SOLUTION: The progress of atherogenesis lesion is prevented by administrating tamoxifen, 4- 
hydroxytamoxifen, raloxifene, toremifene, centchroman, idoxifene, 6-(4-hydroxy-phenyl)-5-[4- 
(2-pyperidinH-ylethoxy) benzyl]-naphthalen-2-ol or {4-[2-(2-aza-bicyc1o[2.2.1]hept-2-yl) 
ethoxyl-phenyl}-[6-hydroxy-2-(4-hydroxy- phenyD-benzoMthiophen-S-yll-methanone, or 
pharmaceutically acceptable salts thereof in a mammal requiring the treatment of the 
atherosclerosis, and atherosclerosis is treated by stabilizing plaque regardless of the decrease 
of lipid. 



LEGAL STATUS 

[Date of request for examination] 27.1 0.1 998 

[Date of sending the examiner s decision of 
rejection] 

[Kind of final disposal of application other than withdrawal 
the examiner's decision of rejection or 
application converted registration] 

[Date of final disposal for application] 12.10.2001 
[Patent number] 
[Date of registration] 

[Number of appeal against examiner's decision 
of rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 

[Date of extinction of right] 



http://www1 9.ipdLncipi.go jp/PA1 /result/detail/main/wAAAK JaWA6DA41 01 47522... 2006/09/07 



V 



(19)B*BP&1*ff (J P) (12) & ^ l|% ff^ ^ $g (A) (H)»WfflH^W^ 

#^10-147522 

(43)&»B ¥^10^(1998)6^2 0 



(51)Inta. 6 SDWffi^ F I 

A6 1K 31/195 ABX A6 1K 31/195 ABX 

31/40 31/40 

31/445 A ED 31/445 A ED 

// C 0 7 D 295/08 C 0 7D 295/08 Z 

333/56 333/56 





4fK¥9 -310577 


(71) fflSA 


390039402 








7T-f If- • -f >3— ^W5r^ H 


(22)UHB 


^9^(1997)11M12B 




PFIZER INCORPORATE 


(3t)«5fe«£§6S^ 


6 0/0 3 1 2 7 5 




D. 

7^U*"&*S, — O-— ■ 3—? .10017, 


(32)ff$fcB 


1996^11^15B 






(33)«5fcttHE!BBl 


*H (US) 




7»F -XhU — h -235 






(72)3SK# 


n/t— h • 5?a > ■ T'fxo 








7^'J*^«la^y h<H(06385, 
















1* 67 






(74)f$3A 


a* (n4«) 



(54) BSSW©*#] T^P-Att»8R«flaE<0xxhPy>7^r:xh/T>^^r:xh«iS*^ 



(57) [gift] 

4-b KD^v-^ ; edf^7x^. 7D^-/7i^ 
hU$7xy t -feyfaO-?y. ^Hdf-j/7iy. 6- 
(4-hKa^fy-7x-^) -5- [4- (2-f^. 

y- 2-*- ;nt,L<Ji {4- [2- ( 

?o [2. 2. 1 ] 'VTl — 2-^A-) -xh*>-] - 
- [6-b (4-t KD^rS/ 

-7X-/1/) -OV [b] ft7xy-3-^f^] - 

«fcr f-o- AttBKwiaE ztmtz urn. 
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y. 4 - h Ko^ri/^^df^7i>. 70^71^ 
M^i7iy, -fe>f-j.avy. ^Fdr^7i>- N 6- 
(4-b Ko^^-7 x -^) _5_ [ 4 _ ( 2 - f< 
US^- l-^/P-Xh^Sx) -X-yj/yU] -- f-?^ 
^-2-3j--;Pfc L<(4 {4- [2- ( 2-Tif-h*^ 
?o[2. 2. 1 ] -2-4 fl>) -xhdf^] - 

- [6-t Hndfj/-2- 
-7i-'H -O-V [b] f^7iV-3->(/H - 

y-rzgfeitthztizji^x. mmcDiSTFt nam 

alitfl:£ ffijh-T S £ fc «fc 0 fr*>#i.ft . 1 fEifc?) 

CIS*^4] «{tfc*3Wr*j&«»0. 0 1~#j2 0 0 

tm*m 5 ] «aLt«5WrJb6(%0 . 1 0-#7 1 0 0 
mg/kg/Bt'*6. fS*«4ie»£7)^. 

2i3®<0^. 

2tejgc7)^ 0 
^2iemo7?a. 

.[M*JHll] ft^6-(4-hKo^-7x 
-/P) -5- [4- (2-t^iJy'y-l->fA'-.Ib 

[fS^ 1 2 3 ftgftPM- [2- (2-rif-t' 
>-?n[2. 2. 1 ] *<Th-2-4)\s) -xh^] 
-7i-;U - [6-hHn^-y-2- (4-hHo^ 
y-7i^) -^W [b] f*7xy-3->f/H 

[000 1] 

t&lfcfcfctvc^^x;* hDfyr^ h/r^^rf 



[0002] 

* 0 . *B;WCfcSffl5 0 0,00 0 AfiLhOJBg** 

-AtawRWkr^-^ (®m&) comma. 

7 5 %36< fcXJs. L*>Ljfiltit^^ 
3tC. S«®lfc^S<07 2%{i^;^'7Atfe#L^ftE 

mts?-?- 9 <msL\,z x h i> oT'h o . tiiL f gm&mi t z£ 

r>Xli&t%\,^i§r£c7)2.\ l \Z.tWjmZitfZ ( C i rc 
ulation, 19 9 4:90:4:2126-21 
4_6_) . S3fiO^o*><0Sfl£T. 7^n7r-ygi(0 

-e3K5iL^<^ t Ifc^$^ ( C i rcu 1 a 
tion. 1994: 90: 1669-1 67ft) . fg| 
fR^**^Ofc*OT**^fc»RU 7fD- 

[0003] Wi seman£>, Biochem. Ph 
arm. 45. No. 9. 1851 (1993)£t. 

6IMDIIWboa»bSqBtt$*tTV^. $^,CWise 
man^>, Cancer Letters 66. 61 
(1992) tztt % Hnn^7xy(droloxi 

fen) &MKaBHk*m»r& kKm&tixv*. ± 
tetamm5. 047. 43 i-^tc(±h-aadf>-7x 

^ffl^Fm 5 . 2 5 4. 59 4#£ttXX bay 
fflV>*ik*W**il&. 3I6HHWWIS5. 4 26. 12 

[0 00 4]$^>fc. Grainger^. Natur 
e Medicine, Vol. 1, No. 10(19 

9 5^1 0E) izi^ **ifiwx*amn 

[0005] 

imwm&Lj:oki-i>mm) ^coxd^m^mr 
coTrv-j*imMmmmmwmz3tibt>ti. m$t& 

WiVt>tixu&. 
[0006] 



<3> #1^10-147522 



t, T-r o- A jl^ffiS&OJtff^Hlih-t ft Cifcfc: J: 
»K i fc{±7*7- 7 Sr£5&fc-Tft ^ttciO, BtStOte 

£SWk-fft. »4L<tt, i<Oid**!SS<03(6ffaih 

KJ:oTjS£Offc3£N«I&»ffli (recruitmen 
t ) fcfcfc&f^a-f y (chemokine) fgg 
£ffi&£l£W^2>c:kt-J:9jif£$iift. c^cfco^ 

* ffixht-ft i k £ «fc -5 X i> iiftfe $ ft ft . 

[0007] M^a><7)Jif&t@iftL*:< Mtar^a*. ±ie 

ife3!£«BflamiS$rffijt^--5» i k X ft k#*. £>fi 
ft. ^«e^Si^<Offi&$iJfflKi. flgK^K-fh (iftt 
ig£ft) OffljbktiES'JSiift. C:*tf2\ dtt4>0-ft:^ 
^BMikttfc i ftWHMfcHfjhfcJ: orra^w^it 

^E^^S-mWt" ft < . D N A VOVX-y*:*} 

Ayzw&izuw-t&frhX'hh. ztu±. ztit><7Xt 

Urmtf t> oflgSffiTffrB k KllffftTfc ft . 
[00 0 8] Wt L\,^Xhv¥>T3—XY/T>-? 
^-XMi, my7iy. 4-b KD^rix^^dr^ 

y(centchroman), 4 K^^7iy ( i d 
oxifene). 6- (4-tKo^y-7x_;H 
-5- [4- (2-f^U^y-l-^^-xh^v-) 
-O'^U] -^-7^P^-2-jr-;Ui5itx {4- 
[2- (2-Tif-t'i^o [2. 2. l]^Tf-2 

-iKx] -7i-;H - 
-2- (4-bKD^y-7x-;l') -<>y [b] f- 

Wfcf^LdftSST&ft. 

[0009] ±m-%mzj&& L^ffl«t±i«jo . 01-2 

OOmg/k g/B. *?4L<J20. 10-100mg 
/kg/BT'&ft. 

[0010] m&omfft fcL #«*8*>ttt*:, ¥ift55 
«BflSOiSM • mb&Xlfi^ h 0 y ?x£-fi££#d fife*. 

ttSrSUfc-fft. 

[0011] T^-y-S^tkti. BKaTjWfcftU 
7?D7r- ^<0?£j£i&*<0fctf>i||«ite3- ^ >y 7>' % *> 

*vcss< *>o?ssg u^r< %hfm*zr?-7imm- 
ft <o£ belli- ft <r k £**-r ft . 

[00 1 2] ^*^fyj:li. Jto^Sfc^ftftrtjfcNB 
B&. ¥*&^BafcJ:tXv?u7T-^Cj:9&£$*ift 
MlP-la, MIP-1/9, R ANTES. MCP- 

K MCP-2iJ«tl^MCP-3^#ft7t:C-C (£) 



t'fh^-fXcheraoattractant cy 
t o k i n e ) £S5H"ft . 

[00 131 r^tij >?mwmm±t\z. dna^ 

Sjgt&rS-Tft tz l±m=? k ffiSf^ffl LT *<n 

i&&F?<r$m*m±-t ftiklcift iHSTOSffiit £S 
Ufc-fft. ^COSfJWimRNA^CO^J&lx^-Cfi*) 
ixft. 

[0014] SJKo#^8r*ik{d. *SRj& t rtK&'^grt 

fti^amtESrs^-rft . 

[0015] *BJ8H»T-Jfl^ft k^dffiUfc 

ft. 

[0016] m<m&&£if*i<!iii*miiz^MemL 

[0017] *%mt^\±T'ru-l±teMiWm\L'7"7 
-9<mWL (tzt^riMf) SHLihU *>-?7-7-??> 
£5&ffct>Bfrft£-$-ft. — mm**1i4> (iztx. 

tfMcp-i ) zitfrfct^iMmmMrtFfm&zco 

#ffl2rff»^-rftk#i./i>iift„ MCP-Ui|^^ 
o^r-^tc^^-fL^^IB^-Cfcft. **Uif&£{4» 

fckiif i l- l&ximitztifzmmzi&g 

LX . l*Jlfc8M&. AWiffjHaro** J: W ?D77-y 
[00 18] J: 9 A*W(ctt. 

( L D L > #KJ£teig5gSle i 9^fflj£;h/CgHfc6^filii 
StUtLDL (Ox-LDL) iC^rftO^. 7fO-A 
SISIlRSHbOlB$&<7)4"^T-?>ftk#^ii>ixft. 77-? 
^L^VMfiL^MMig^ffgiL D L £#«^-ft . 

UOx-LDLt^iti. -e^*. #SctcOx- 

ft. Ox-LDL^<5DfBl£7)yx?a^4i-7?07r-^' 

JiS^MOJfilWMt^^fcllriit-ftiDSrfliii^-s. ^ 
m^Jii. *^o^^tttcW^--r&#^^^|5|tt7- 
o-r-f ^-1 (MCP- 1 ) ^rk'^jte^Ote^^mR 

n A^i^^u-cMffli-r ft ztizx*)^ nmsmtfiiafg 
mfi^fim lx r^u-j^jtmmmity^-^m^m 

fif§^ftOSr«||S-rftk#^4»^ft. *ztx.i£*mm 

ilftS^MCP-1 mRNAjgS5rfiTS-*ftk#x 
<^>^ft . MCP-1 m R N Am&tfWF LtztSM. m 

j&mih^nft. 

[0019] r^-^^^bS'^tt 
fife-fft. -r^Tior^-^ti. TTV—j±&mmwt~r 

^-9<rfi&oyWmz. m&^Ttf&WLXWm*:* 
•yr&Zfr&bxmKfr-oqmL*?-? <^rftg^S-gJi-r 
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i; (7nf7- \£&&vv/s— t'^^-rs) aw--r 

hZtZ^-fW&tf&f&hh . Dav i e s 4> ( B r . 
Heart J. 19 8 5;53:363-373) 

%Ty~? ttmLX±.%-LX^2>tm'<.X^&. § £> 

* ( * fc tumsm ) tfM® (tztz. a tmtfmm ) 

ffl s $>i&%ffll&B!&. : £: t> *: £>-f M c P - 1 & Z<r>*r*i fj -f 

y<^nzm%£M±~th z t iz± mfrtiz . 

[00 2 0 J ±te^m ( 1 . 7fn-A?tt^liiTl 

±. 2. T=7—7<^m.mt) it. 
[oo2i] ^mm-sm. nxvztt^pykmz^ 

[ 0 0 2 2 ] Uvrx h o^>r=f— X Y/TV9 

1- xn^t^y7xy (^ip*>2-bh-o=3f^- 
1,2, 3-TWyYV$J\s#>WL2- [4- (1, 

2- y7i-^-l-7f-;l') 7iydr>-] -N. N 
-^V^X^^rSytiilX (Z) -2-ffc < 1 : 
1) ) T'£>9. £:hi±#HH«lF*4 , 5 36. 5 16-f- 

[ 0 0 2 3 ] W»-r&ffi?>ft£!8)fi4 - b Y'n* 
^7iy (-r=5r*>*>2-7x^/l^5^-co4-atcb H 

^4, 623. 6 6 0#tCgg*$:h.TV>£ {Z&WM 

[ 0 0 2 4 ] if £ Uvxx h n^'VTr/x X Y/TV9 
=f-XYiZ7U*^y±y (-r$r;b*>JgBK6-b Fn 
=¥^-2- (4-bh'o^r>-7i-;P) 0-V[b] 
xy-3-4/H [4- [2- ( l -e^U^*-;i-) x 

g£4, 4 18, 0 6 8-^-tC^$ttTV^ (^Sibb* 
*BJBfflSfc##fcLT-££*t5*>?)i:-r&) . 
[ 0 0 2 5 ] fi&Ojffi L^xx h n>->7 J-X Y/T 

-1. 2, 3-TD>'N->'ht;*/^-K>«!2- [4- (4 
-?on-l , 2-y'7i-;P- 1 ~-fr—)V) 7x7 
=3f^] -N, N-^^-zUx^^TS^iSj;^ (Z) - 
2-flc (1:1)) .T*U4*H*#ftSfl4 , 99 



6 , 2 2 5-^tc^$tLTV^|, ( -e^lStBtf^BHSBStc 
##fcLT-g-**l£t<7)t-f2>) . 

[0026] ffeoifi Uvxx m^vt^xt. h/r 
>-^d , -7.Ki-b>'^- A a-e>- (ttiyhi- [2- 

[4- (-7 h*>—2, 2--/7f;P-3-7x-;i/ 
-?u?>-4H^) -7x7^y] -Xf;P] -f 

n, ^» ffco. ztu±%m&nm3. 822, 28 

[0027] ffe<5Di?4 Lvvxxhnyvrrfxxh/T 
^^-XHi>f P^y7xy [ [4- 

[ 1 - (4-3-F7x^/H -2-7x^-1-7' 

^x;p] 7x/4y] x^/u] enijy'ytfc 1 ), £*t 
I4*ll1#f*3g4 , 8 3 9, 15 5-§-£§85K$ft-0>S 

i>) . 

[0028] flfeoif & Lvvrx h o^Vr r/XT. h/T 
y^izxHi6- (4-hKn^-y-7x-;l-) -5 
- [4- ^-b^U^V-l-^/U-xh*^) 

m^ms . 4 8 4, 79 5^i,zm^tix\^ (-5-oie 

[0029] fl&<D#i LVvtx hnyyr^-x Y/t 
y?zf-xhli {4- [2- (2-T1f-b*^:?n 

[2. 2. 1 ] UV) -Xhdf£^] -7x 

X;U) - [6-bKoJf-v— 2- (4-bKo^y-7 
i^) [ b ] ^ 7x y_3_^,p] 

j >t$> o . c tiiizemm-xm t mmmm\m& 

IH^WO 9 5/1 0 5 1 3-?- (7r>fif-ttfc^lS) 

tzm^tix^. 

[0030] *mut&®comm$izWfg. l 5 
a%mgizmt,itTt$t). ^mmizwmxmx'Mm:' 

[0031] *&BfH£is®<7)!umm$i xinm&®% 

immwifflmfrt>mmz-&&,x'i* %> . 
[0032] xmmmiti-^x , <mim®>. mizt y 
iztiwxmftTmLommzz: ~> x . ^m^m± 
v. ttzityv-fz&feikt&ztizi*) . fg^fflt 

[0033] *$tmt-£mtf<m\MMi (tzt xifb 
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too34] ztLh<7Hkirtfa<?>fjLTj-u-juimmmt 
x nhtu-zusizmtt^mzmmt h z t tz x. o *m 

[00 3 5] roh3- )V 

*»fc**t&. sigHt^^-^-* ( 6 o amtam 

^-^•CifA-t^. v^X^co-^fh^4-^*<^9 0B 
«t d lz . tO0^^ 5 5 B&tcflHMcUft*-? 

6. 

[ o o 3 6 ] mm 

f«t20-30g 
2 5Bi&T'J?l«MBI& 

7 0BH&^(=9 0BSO^ 

BI1S2 l«*%t>J;t/a^x^Q-;P0 . 1 5Mi%£ 
ttti^xX^-y (We stern) mffift U\— 
7^ f;7K(Harlan Teklad)t> 
unyyyfvyyy. *?d/#td88137 

teklad) sr. mms3^Fim^tti 

1 5 5 Bf§mtg 

[00 3 7] Mtt^7h 

ffeRtt"*l"» h (6 OB. 30mm){^^f^7' 

• Ulf-f- • :*r • L># (Innovative 
Research of Am e r i c a > tt ( 1 — 8 
00-421-8171) *^A*LitmT<0t»<0T'J> 
h : 

Ty*>-# : 5mgC7K<.U-y h (83^tg/B) 

/#sc-m. ^./^-r^y- • 7tr- 

T*Vtr (1-800-42 1-817 1)*^A^ 

• u - r^u^it (1-800-42 1- 

817 1) j&^A* 

ffllB^Hg : 9 0 B^^SOi^Tl^fc. SflSjfcJg&f 

fam*&±%<%&£x' (m.&mimmiz%&) pbs 
comrzx) *»sbu 4 ifMsasm*? 



7;l/ft K£Ai7JtSHItfVN'>r T^^-f. IB8S£Ifci% 

?!S£&El5g-fS. ffi88i^3 0%3fA-x^o-^ 
(PBS*. l%77b'7^A+30%7?n-^)K 
1£U «JBf WfciJ«fr< t i> 1 BPS. x?o-x£fflJik: 

[0 038] iffiM.: AWfc&^M&£JRDI&£. AS 

smfr t>%itt>x 3Mttt&± nail l-c *mmv>mmiz® 

■oXmXfotzW&tsZtlzlL'). JMf£{JJBINN&. ab 

-CJMF£¥#-£9K . ^tttfOPT I MA SW&ftffi 
yufy&l' OPT I MAS4 . 1 V7 h*>xT M 
^-y-7nty^yA-i/ 3 y(Image P 
rocessingSolutionlft, "e^^-a.— 
■fe'7 > yW7-.'^^) ] £ffiwt x A^Mtf)ilp|^gg£ 
. A»M2r 1 0 %Wm^)V7 D >-(f 

[0039] 4>IIi£OCT<&JffflJ£g (^x-f 

V/U- ^UsJ-X^-yh ■ "r>V\'^-?-\.— (Opt ima 
1 Cryostat Temp e r a t u r e ) &) 

•y htyfrZftf&tZ. 1 Owm-fo^n-^SIXL. «J 
£r£— fefc^fc^ry-tfyK (Vectabond^ 

M<0#M«t^3~4tfc<7)X7>f K (X7-< Hlftfco 
£«W-#74ft) Js^S. ;t>f/P- 1/yFO (Oil R 
ed O) X'Zil^C0>m®} ! rcr)mWZ$£&L. OPT 
I MASB#^«f7"n^ 7 A^fflv^TA*M)Hi3i:^/ 

[0040] *^B^t-^5<0S#J±. *%HJ-fb^J^^ 

moimx'tt^m&izi&mn&s- (tttz.tmm 

[0041] ^TticoigrSXl . -fb^fe ( 1 Si^ti^- 
fcSfc#l^:?51£ (-r^^fiir^o-AttlftMSW:^ 

m) zmj8.-t&mim&t:&&t2>x'$>*>o. smt-t 

fck^tWUKtfe*^. !tUlfixhDy-'y7^- 
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[0043] -mttmHt^lZ^*¥£Wcr>tjLTT- 

v-j±m))iimmmzm)%m± o . o i - 2 0 0 m 

g/kg/B.Ml<{J0. 10-100mg/kg 
/BT'S>&. 

[0044J *&.wksm3.-®.\<z. 

[0045] ma&s-cotiMz^ wfflwmntmL 
msm. mm. %m. *y-t>vm. mmcz<rw*bh 

Mfm?>KMzufuz$i?tf>TmmTh&. mm%m 

[0046] t< I2?g 

&£vm&\*imimti,xmzmLx^&. ztuzmt 
r )-t^xm,^t>ixh. 

[ 0 0 4 7 ] (tctJumm) ists-wtcMzit. m 



[0048] -^Mfownm^^^-t^m^^mm 
f8.m<v$mmtmix*b&t)\ itii±^mmm<^mt)^ 
h*-x mmmiz swx'h* o . mfimmnwm&vM 

fc^WCWL Remington' s Pharmac 
eutical Sciences , ? • JtyiJis 
yy-fiyrt--^ ^yy;K-7JH^-x?-, jgi 
5JR (1 97 5) fc#H83*lfcV*. 

[0049] *m&>mmitmi. *fg«#fc£% ( 1 

n*tz\t%iiM±) 0 . 1-9 5%. JfiF4L<tel~7 
0%$r^L-5«.. wm<7)%£-*>, s-^--ri»ffl^^ 

t*56=S:*o*^B^I:-^J ( l«^li**i£Lh) 

[0050] 
123SW] 

-XX h 7 5>jT-JK ±fzl± < 4 - [ 2 - ( 2 -r-r- 
t*^?a[2. 2. 1 ] f/W) -Xhdf 

^] ~7x-;H - [6-hKD^y-2- (4-bh* 
nJfy-7i-^) -'OV [ b ] ^ 7x >.-3_^ 
;H -^^y^Sr9 0B^T«t-¥-L^:. WflMBBfcL*: 

map o Exm&?*7xiz#.t>ti.tzT c rzi-j*imMm 
[oo5i] mm 

ttm&TXV7K?y;s?n ( a P o ) E-^Stev-* 

i->TV>fc ( 1 29o 1 aXC 5 7B/6 ) . 3 6E«9 

v»>x£ 1 2Bfffl<vw/mw ?>ur>m.?ix\ pmt* 

Lfc "*7z.x?-yw mm (A-?y. ^??F*L 
^Xn^yfth^'y^ *^D/#TD8813 
7. fig!S2 lSS%fcJ:a c n^X'rt7-/P0. 1 5SS 
%£-£3r> &¥U$fc: (2 80I&) . «|V>>X 

OMffiScoiPm^aiL (OVX) s ifc{iicm<0fl 
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